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ABSTRACT

Aims Alcohol can induce diverse serious pathologies, yet this complexity may be obscured when alcohol-related
deaths are classified according to a single underlying cause. We sought to quantify this issue and its implications for
analysing mortality data. Design, Setting and Participants Cross-sectional study included 554 men aged 25–54 in
Estonia undergoing forensic autopsy in 2008–09. Measurements Potentially alcohol-related pathologies were iden-
tified following macroscopic and histological examination. Alcohol biomarkers levels were determined. For a subset
(26%), drinking behaviour was provided by next-of-kin. The Estonian Statistics Office provided underlying cause of
death. Findings Most deaths (75%) showed evidence of potentially alcohol-related pathologies, and 32% had
pathologies in two or more organs. The liver was most commonly affected [60.5%, 95% confidence interval
(CI) = 56.3–64.6] followed by the lungs (18.6%, 95% CI = 15.4–22.1), stomach (17.5%, 95% CI = 14.4–20.9), pan-
creas (14.1%, 95% CI = 11.3–17.3), heart (4.9%, 95% CI = 3.2–7.0) and oesophagus (1.4%, 95% CI = 0.6–2.8). Only
a minority with liver pathology had a second pathology. The number of pathologies correlated with alcohol biomarkers
(phosphatidylethanol, gamma-glytamyl transpeptidase in blood, ethylglucuronide, ethylsulphate in urine). Despite the
high prevalence of liver pathology, few deaths had alcoholic liver disease specified as the underlying cause.
Conclusion The majority of 554 men aged 25–54 undergoing forensic autopsy in Estonia in 2008–09 showed
evidence of alcohol-related pathology. However, the recording of deaths by underlying cause failed to capture the scale
and nature of alcohol-induced pathologies found.

Keywords Alcohol drinking, alcohol-related pathologies, epidemiology, Estonia/forensic autopsy, ICD codes, post-
mortem alcohol biomarkers.
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INTRODUCTION

Alcohol can cause or be implicated in death in many
ways, both through acute direct (e.g. alcohol poisoning)
and indirect (injuries and violence) pathways [1], and as
a result of chronic effects on organs such as the digestive
and cardiovascular systems [2–6]. Within each organ
system, there is a spectrum of possible alcohol-related
pathological processes. In the digestive system, the liver
may exhibit steatosis (fatty liver), steatohepatitis (alco-
holic hepatitis) or cirrhosis [7,8]. Damage may also

occur in the upper gastrointestinal tract [9] in the form
of gastritis, as well as oesophageal varices in those with
portal hypertension secondary to cirrhosis.

The association between alcohol and cardiovascular
disease is more contentious, with evidence that moder-
ate consumption may be protective in those at risk of
atheromatous disease, while there is emerging evidence
that heavy irregular drinking increases the risk of mor-
tality from heart disease [10]. In addition, heavy drink-
ing is associated with hypertension and stroke [11], and
can lead to cardiomyopathy. Alcohol may also cause
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damage to other organ systems, such as the respiratory
system, either by direct injury following aspiration of
gastric contents or as a consequence of reduced
immune function predisposing heavy drinkers to dis-
eases such as pneumonia and tuberculosis [12,13], and
to the nervous system, whether due to associated thia-
mine deficiency or by predisposing individuals to demen-
tia [14].

Given the range of alcohol-related pathologies, there
is inevitably a loss of information and potential
misclassification when assigning a single underlying
cause of death. This poses a challenge, both for those
certifying the cause of death (e.g. pathologists) and for
epidemiologists and others attempting to interpret these
data [15]. Although these issues are widely acknowl-
edged, we have been unable to find any systematic quan-
tification of the spectrum of alcohol-related pathologies
found at autopsy, and how this relates to the statistical
codes selected to capture the single underlying cause of
death, even though this must be an issue in all countries.
In this paper we address this gap, using the results of a
forensic autopsy study conducted in Estonia in 2008–09.

METHODS

Study population

The study used data from the Estonian Forensic Study of
Alcohol and Premature Death, details of which have been
reported elsewhere [16]. In brief, the target study popu-
lation was men dying at ages 25–54 years in Estonia
subject to forensic autopsy in 2008–09 (n = 1299). The
study is based on 595 (46%) of these autopsies. Exclu-
sions were a consequence of pressure of routine work in
the forensic centres. Characteristics of eligible deaths
included and excluded from the study showed no signifi-
cant differences with regard to age group, but there were

slightly more deaths from external causes and with high
blood alcohol concentrations among those included, as
reported elsewhere [16].

Autopsy procedures

At autopsy, a systematic examination of the organs was
undertaken according to a standardized research proto-
col developed following a literature review and consulta-
tion with forensic pathologists. The results were recorded
by the forensic specialist using a structured proforma. For
this paper we restricted our attention to the 554 (93%)
autopsies which had complete information about the
presence or absence of pathology in each organ system
considered. In the 41 excluded cases, the status of some
or all organs could not be determined due to putrefaction,
major trauma or fire.

Tissue sections were taken for histological examina-
tion from the parenchyma of both lungs, liver, spleen,
pancreas, heart, brain, stomach and both kidneys.
These were fixed immediately in buffered 10% formalin
(pH 7.4) for 24 hours and embedded in paraffin wax. As
described elsewhere [16], liver enzymes (aspartate
aminotransferase, alanine aminotransferase and gamma-
glutamyltransferase in serum) were assayed and ethanol
concentrations in blood, urine and vitreous humour were
measured, as were direct alcohol biomarkers (i.e. ethanol
metabolites) phosphatidylethanol (PEth) in whole blood
and ethyl glucuronide (EtG) and ethyl sulphate (EtS) in
urine.

We defined six classes of potentially alcohol-related
pathologies of the liver, pancreas, lung, stomach,
oesophagus and heart (Table 1). The alcohol-related
pathologies were determined from a combination of gross
examination of organs and histology. The presence of
oesophageal varices was determined macroscopically.
The presence or absence of each class of pathology was

Table 1 Criteria for determining presence or absence of each class of potentially alcohol-related pathology and autopsies with positive
findings for various classes of potentially alcohol-related pathologies (number and percentage) from autopsies with known data on all
cases (n = 554).

Organ Type of potentially alcohol-related pathology

Positive finding

n % (95% CI)

Liver Focal/diffuse steatosis, complete/incomplete fibrosis,
complete/incomplete cirrhosis

335 60.5 (56.3–64.6)

Pancreas Acute and chronic pancreatitis 78 14.1 (11.3–17.3)
Lung Pneumonia and/or aspiration of gastric content 103 18.6 (15.4–22.1)
Stomach Gastritis 97 17.5 (14.4–20.9)
Oesophagus Varices (determined macroscopically) 8 1.4 (0.6–2.8)
Heart Dilative (and alcoholic) cardiomyopathy 27 4.9 (3.2–7.0)

CI = confidence interval.
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coded (by J.T.) as a binary variable, with no intermediate
gradations.

Data on deceased

For a subset of cases (144 of 554; 26%) who had lived in
one of the five major towns of Estonia, we successfully
interviewed the next-of-kin about the drinking behaviour
of the deceased. The survey instrument was adapted from
the one developed and validated in our earlier research
using proxy informants in Russia [17].

We obtained the underlying cause of death for each
subject, as assigned and coded by the Estonian Death Reg-
istry. In the analysis of these data, we focused on the
following underlying causes: alcohol dependence syn-
drome (ICD-10 F10.2), alcoholic cardiomyopathy
(I42.6), alcoholic liver disease (K70) and acute alcohol
poisoning (X45), cardiovascular diseases (I00–I99,
except I42), other cardiomyopathies (I42, except I42.6),
digestive diseases (K00–K93, except K70), respiratory
diseases (J00–J99) and external causes (V01–Y98, except
X45). All remaining underlying causes were assembled
into a single aggregate category (‘other’).

Statistical analysis

Frequency tables and cross-tabulations were examined,
with means, standard deviation and medians of
biomarkers as appropriate. The association between
biomarker levels and each class of pathology was
assessed using linear regression with log transformed
biomarker values. The non-parametric Cuzick test for
trend across ordered groups was used for identifying the
relationship between frequency of drinking and pathol-
ogy classes among drinkers. Logistic regression was used
to estimate the strength of association between cause of
death and the number of positive pathology classes
adjusted for age. For this analysis, cause of death was
dichotomized into alcohol-related (I42.6, K70, F10.2,
X45) and other (all other) causes. Data were analysed
using Stata version 11 [18].

RESULTS

Table 1 shows the numbers and proportions of autopsies
with each form of potentially alcohol-related pathology.
The most common pathology was that affecting the liver,
with 60% of deaths showing evidence of steatosis, fibro-
sis or cirrhosis. Pancreatic, lung or gastric pathology was
detected in between 14 and 19% of all cases. Evidence of
damage to the heart in the form of cardiomyopathy was
much less frequent (5%), and oesophageal varices were
found only rarely.

Table 2 shows the distribution of cases according to
the number of classes of pathology, for the total sample
and for two age groups. Overall, 75% of the subjects
showed evidence of one or more classes of pathology, and
32% had evidence of two or more classes. The prevalence
of two or more pathologies was significantly higher
among the older (45–54 years) men (P = 0.002, Fisher’s
exact test).

Table 3 shows the relationship between levels of the
various biomarkers of recent (ethanol, EtG, EtS) or heavy
(PEth, GGT) drinking and the number of positive pathol-
ogy classes. No associations were seen with the mean
ethanol concentration in blood, urine or vitreous
humour, whereas for PEth and GGT in blood, there were
highly significant trends between the biomarker levels
and number of pathology classes. Although there were
significant trends for EtG and EtS in urine, the main dif-
ference was between those without versus with any evi-
dence of alcohol-related pathology. It is important to note
that while the ethanol concentrations in blood and urine
were available to the forensic expert shortly after autopsy,
the results for the alcohol biomarkers were not available
prior to determining the cause of death.

Table 4 shows the distribution of autopsies by number
of alcohol-affected organs in relation to the frequency of
drinking as reported by proxy informants (n = 144). After
excluding the non-drinkers, there was a clear increasing
trend in the percentage of cases with two or more pathol-
ogy classes as drinking frequency increased (P = 0.010).

Table 2 Distribution of autopsies according to the number of potentially alcohol-related pathologies found by age.

Number of classes
of pathology

Age in years

Total25–44 45–54

n % (CI 95%) n % (CI 95%) n % (CI 95%)

0 73 36.9 (30.1–44.0) 68 19.1 (15.1–23.6) 141 25.5 (21.9–29.3)
1 77 38.9 (32.1–46.1) 157 44.1 (38.9–49.4) 234 42.4 (38.1–46.5)
2 39 19.7 (14.4–25.0) 92 25.8 (21.4–30.7) 131 23.7 (20.2–27.4)
3+ 9 4.5 (2.1–8.5) 39 11.0 (7.9–14.7) 48 8.7 (6.5–11.3)
Total 198 100 356 100 554 100

CI = confidence interval.
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Table 3 Mean and median levels of biomarkers of alcohol or alcohol-induced damage by number of potentially alcohol-related
classes of pathology.

Biomarker Statistics

Number of positive classes of pathology

Total0 1 2 3+ P-value*

Ethanol in blood mg/g Mean 1.19 1.55 1.35 1.07 0.376 1.37
SD 1.29 1.61 1.69 1.44 1.55
Median 0.73 1.36 0.41 0.00 0.74
n 138 226 127 43 534

Ethanol in urine mg/g Mean 1.57 2.11 1.84 1.54 0.860 1.86
SD 1.61 1.91 1.99 1.84 1.86
Median 1.15 2.47 0.98 0.00 1.63
n 114 171 102 25 412

Ethanol in vitreous humour mg/g Mean 1.02 1.83 1.81 1.54 0.332 1.60
SD 1.45 1.87 1.95 1.92 1.81
Median 0.00 2.05 1.49 0.00 0.61
n 37 67 31 17 152

GGT in serum U/l Mean 90.60 180.90 236.23 283.72 <0.001 182.02
SD 84.02 259.44 302.79 250.83 248.01
Median 55.00 89.00 128.50 197 92.00
n 86 145 88 32 351

PEth in blood μmol/l Mean 7.23 17.03 16.14 25.10 <0.001 15.23
SD 9.68 20.75 15.41 23.21 18.30
Median 3.06 9.72 12.14 17.95 9.75
n 55 104 58 20 237

EtG in urine mg/l Mean 105.00 377.52 331.61 349.79 0.033 288.13
SD 225.82 559.16 593.89 398.19 500.71
Median 12.70 130.50 82.75 216.30 70.50
n 41 60 38 8 147

EtS in urine mg/l Mean 24.01 75.72 62.88 56.99 0.043 56.96
SD 52.18 102.71 103.73 62.67 91.56
Median 3.70 35.35 23.10 40.40 20.00
n 41 60 38 8 147

*P-value for trend in means of log biomarker values. Numbers of autopsies with biomarker concentrations varied by biomarker type as biomarkers could
not be measured in all cases (material was haemolysed or putrefied). EtG = ethyl glucuronide; EtS = ethyl sulphate; GGT = gamma-glutamyl transferase;
PEth = phosphatidylethanol; SD = standard deviation.

Table 4 Distribution of autopsies by proxy-reported frequency of alcohol drinking and number of positive classes of pathology.

Frequency of drinking

Number of positive classes of pathology

0 1 2+ Total

Never or almost never n 5 6 5 16
% 31.3 37.5 31.3 100.0

3 times per month or less n 8 22 11 41
% 19.5 53.7 26.9 100.0

1–4 times per week n 10 15 17 42
% 23.8 35.7 40.5 100.0

Every day or almost every day n 8 16 21 45
% 17.8 35.6 46.7 100.0

Total n 31 59 54 144
% 20.5 41.0 37.5 100.0

This is based on the subset of subjects for whom proxy-derived information on frequency of drinking was available, and for whom information on
presence or absence of each class of pathology was also recorded at autopsy.
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Table 5 shows the frequencies of all pairwise combi-
nations of potentially alcohol-related pathologies. Within
each class of non-liver pathology, there was a high fre-
quency of liver pathology, while only a minority of those
with liver pathology showed a second type of pathology. It
is notable that 70% of those with heart pathology also
had liver pathology.

Table 6 shows the frequency of each pathology class
according to the single underlying cause of death, as
assigned in the death registry of the Estonian Statistical
Office. As expected, liver pathology was found in all diag-
noses of explicitly alcohol-related end-organ damage and
of alcohol dependence, and in the vast majority of diag-
noses of acute alcohol poisoning and diseases of the
digestive system. For the causes of alcohol-related end-
organ damage and of alcohol dependence, the frequency
of pancreas pathology was also high (71 and 35%,
respectively). There was a relatively high percentage of
lung pathology (18%) in deaths from acute alcohol poi-
soning. Regarding deaths from diseases of the circulatory
system, an intriguing finding was that more than two-
thirds had evidence of potentially alcohol-related liver
pathology. In deaths with an underlying cause of diseases
of the digestive system, 92% had liver pathology and 58%
pancreas pathology. With regard to deaths from respira-
tory causes, 77% had liver pathology. In external causes
of death, liver and lung pathology were the most fre-
quent, identified in ∼50% and ∼20% of cases.

The age-adjusted odds ratio of dying from an alcohol-
related cause versus from other causes was 4.8 [95% con-
fidence interval (CI) = 1.8–12.5] for those with one
positive pathology class, and 6.7 (95% CI = 2.6–17.7) for
those with two or more classes, relative to those without
positive classes of pathology.

DISCUSSION

In this study we have demonstrated that potentially
alcohol-related pathologies are very common among
working age men subject to forensic autopsy in Estonia,
indicating high levels of habitual and harmful alcohol

consumption in this group. Three-quarters of the cases
showed evidence of alcohol-related pathology in one or
more of the organs considered, with every third death
having evidence of two or more pathologies. The liver
was the organ with the highest prevalence of pathology
(∼60%), with the pancreas, stomach and lung each
showing evidence of pathology in about one in six
cases. Only one in 20 showed evidence of changes to
the heart that were identified as cardiomyopathy at
post-mortem.

One of the most striking findings was that the majority
of cases showing evidence of potentially alcohol-related
pathology of the pancreas, lung, stomach, oesophagus or
heart also showed evidence of liver damage. However, the
reverse was far less common: among those with liver
pathology, only a minority showed evidence of damage to
other organs. This is consistent with alcohol-induced
damage to other organs generally occurring only simulta-
neously or following damage to the liver. The associations
observed between number of pathologies and biomarker
levels and proxy measures of alcohol consumption are
consistent with the risk of multi-organ damage being
related to the ethanol dose, with the liver being the organ
most likely to be affected first. There are several possible
explanations for this. One is that the liver is especially
vulnerable to alcohol-related damage, because it is
exposed to high ethanol concentrations in the blood trans-
ported via the portal vein directly from the gut, with first-
pass metabolism greatly lowering ethanol concentrations
in the systemic circulation. However, this is not supported
by animal studies showing that hepatic alcohol
dehydrogenase is rapidly overwhelmed by ingested
alcohol, and any first-pass mechanism is a consequence of
alcohol dehydrogenase within the gastric mucosa [19].
Another possible explanation is that alcohol-exposed
hepatocytes are especially vulnerable to external stress,
such as by proinflammatory cytokines produced by
Kupffer cells [20]. However, the precise reason why an
individual heavy drinker does or does not experience
damage to particular organs in addition to the liver is not
yet fully understood.

Table 5 Numbers and percentagesa of deaths with various pair-wise combinations of potentially alcohol-related classes of pathology.

Organ-pathology
Liver
(n = 335)

Pancreas
(n = 78)

Lung
(n = 103)

Stomach
(n = 97)

Oesophagus
(n = 8)

Heart
(n = 30)

Liver – 71/78 (91.0) 68/103 (66.0) 57/97 (58.8) 7/8 (87.5) 21/30 (70.0)
Pancreas 71/335 (21.2) – 13/103 (12.6) 20/97 (20.6) 3/8 (37.5) 8/30 (26.7)
Lung 68/335 (20.3) 13/78 (16.7) – 14/97 (14.4) 2/8 (25.0) 9/30 (30.0)
Stomach 57/335 (17.0) 20/78 (25.6) 14/103 (13.6) – 1/8 (12.5) 5/30 (16.7)
Oesophagus 7/335 (2.1) 3/78 (3.8) 2/103 (1.9) 1/97 (1.0) – 0/30 (0.0)
Heart 21/335 (6.5) 8/78(10.3) 9/103 (8.7) 5/97(5.2) 0/8 (0.0) –

aPercentages of deaths with a defined (column) pathology with a second (row) pathology.
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Problems with underlying cause of death

The presence of multiple alcohol-related pathologies at
autopsy creates a problem for assigning a single underly-
ing cause of death. The forensic pathologist may con-
clude that long-term heavy drinking is the causal factor.
Nevertheless, current guidelines for assigning the under-
lying cause based on the 10th revision of the Interna-
tional Classification of Diseases (ICD-10) advise that use
of the code for ‘mental and behavioural disorders due to
alcohol’ (F10) should not be employed in the presence of
specified types of end-organ damage; one of these
pathologies should be listed instead as the underlying
cause. In the presence of several pathologies, there is the
further conundrum as to which one to choose. In Estonia,
where alcohol-related damage to multiple organs is
common, a broad forensic diagnosis of ‘chronic end-
organ damage by alcohol’ is often used, rather than
choosing in an arbitrary fashion any single organ pathol-
ogy as the prime cause of death. In Estonia these deaths
have been assigned by the Statistical Office as having the
underlying cause of F10.2, because no single organ is
mentioned. This explains the high prevalence of alcohol-
related pathologies found among deaths where the
underlying cause was coded to F10.2.

Our analyses have revealed a further complication
when the immediate cause of death could plausibly be
assigned to acute alcohol poisoning based on the blood
ethanol concentration. We found an unexpectedly high
proportion of deaths that had multiple pathologies
detected certified as being due to this cause. This suggests
that the majority of such poisoning deaths occurred
among men who were regular heavy drinkers, rather
than their death being the result of a one-off heavy drink-
ing episode. Moreover, the presence of multiple patholo-
gies may well have contributed to death. A recent study of
sudden or unnatural deaths involving very high-level
direct ethanol concentrations concluded similarly that
these deaths were not due simply to the direct toxic effects
of ethanol, but involved the consequences of a long
history of alcohol problems [21]. From the forensic
pathologist’s point of view, the reverse situation is also
possible; when liver damage due to chronic alcohol con-
sumption has occurred, lower blood ethanol concentra-
tions can cause poisoning. In Estonia, it is formally
recommended that a blood ethanol concentra-
tion ≥ 3.0 mg/g should be present, in order to assign
acute alcohol poisoning as a cause of death [22].
However, in their everyday practice the forensic patholo-
gists, confronted with accompanying liver cirrhosis, may
diagnose alcohol poisoning with a lower value, such
as ≥ 2.5 mg/g. In this sense there may be an element of
misclassification of acute alcohol-related poisonings
acting in both directions.

For deaths from external causes (excluding acute poi-
soning), there is a moderately high prevalence of damage
to one or more organs that could be attributed to alcohol.
Most of these deaths are not the consequence of isolated
episodes of drunkenness. Rather, they may be occurring
disproportionately among men with a pattern of alcohol
consumption that gave rise to organic pathologies as well
as putting them at risk of deaths from external causes.

Generalizability

We have examined the identification of multiple alcohol-
related pathologies in a very particular group of deaths
that were subject to forensic autopsy in Estonia. In this
period, forensic autopsies were conducted only for a
subset of deaths where the circumstances or nature of
the death required formal investigation, such as poison-
ings, injury or sudden and unexpected deaths. To this
extent, the deaths we studied cannot be considered as
representative of all deaths in the target age group.
However, as our results confirm, these deaths included a
high proportion of heavy drinkers, as evidenced by the
large proportion found with liver damage and also
reported to be regular alcohol drinkers. In this respect
they provide an ideal group in which to investigate the
coexistence of multiple alcohol-related pathologies. The
fact that the deaths studied are not representative of any
set of deaths except those subject to forensic autopsy does
not matter. The challenge of assigning a single underly-
ing cause of death remains the same for the members of
this group who had multiple alcohol-related pathologies
as it would be for any death related to alcohol, even where
no autopsy was performed. Of course, the limitation of
studying forensic autopsies is that we cannot use our
results to draw inferences about the prevalence of
alcohol-related pathologies in all deaths occurring in
Estonia. However, this was not an objective of the study.

Although these findings originate from only one
country, similar findings are also likely to be obtained in
other settings where there are subgroups in the popula-
tion who drink heavily. The present observations are
therefore likely to have a more general significance for
death certification. Heavy alcohol consumption causes
damage to a wide range of organs, yet the death registra-
tion lists only a single underlying cause. Given other evi-
dence of international variation in cause-of-death coding
[23], even when the cause is seemingly obvious [24], this
may also hold true for alcohol-related causes. Accord-
ingly this may produce artefactual variations in death
rates from single causes such as liver cirrhosis, which is
widely used as the cardinal indicator of alcohol-related
disease in a population. Countries with a high prevalence
of spirit drinking, for example, where heavy drinkers are
at a particularly high risk of death from acute alcohol
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poisoning or fatal intoxication due to inhalation of vomit,
may have rates of fatal or life-threatening liver cirrhosis
that are far higher than is apparent from mortality rates
from cirrhosis per se. This raises a broader question of
whether there is a need for a new conceptualization of the
cause of death that captures the diverse range of alcohol-
related pathologies.

Alcohol biomarkers

Some alcohol biomarkers were found to be associated
with the number of potentially alcohol-related patholo-
gies: PEth and GGT in blood, and EtG and EtS in urine. In
contrast, the ethanol concentrations in blood, urine and
vitreous humour were not related to the number of
pathologies. Thus, although at autopsy the ethanol con-
centration is used commonly to determine whether acute
intoxication is implicated as a cause of death, it is not
informative about whether a death might be attributable
to long-term harmful drinking. We have shown previ-
ously that at post-mortem GGT and EtG were the markers
related most strongly to proxy-reported frequency of
drinking [16]. Recently Rainio et al. have shown that
measuring vitreous humour EtG by immunoassay is a
useful forensic tool for screening for ante-mortem alcohol
use [25]. In a cross-sectional study of live men [26], GGT
was found to be the second best alcohol biomarker after
carbohydrate-deficient transferrin (CDT), with high
specificity for current drinking. However, in post-mortem
analysis the high prevalence of haemolysis of blood
samples makes CDT a less useful test [16]. For this reason,
measurement of CDT in vitreous humour is probably
more valuable [27].

Limitations

In Estonia today only a minority of deaths, even at
working ages (0.15%; 0.25% for men and 0.05% for
women), are subject to forensic autopsy, and these will
differ in many respects from other deaths. The circum-
stances in which a forensic autopsy is performed in
Estonia have been described previously [16]. According
to data from the Estonian Forensic Science Institute,
about 90% of forensic autopsy cases are tested for alcohol
and 35–40% of these have a blood ethanol concentration
exceeding 0.5 mg/g. However, in another respect the
high prevalence of heavy drinkers among deaths sub-
jected to forensic autopsy provides an excellent source of
cases for understanding more about the presence of mul-
tiple alcohol-related pathologies.

Implications for policy

Our findings are timely, as the eleventh edition of the ICD
is now being prepared. The World Health Organization

encourages broad participation in the 11th revision so
that the final classification meets the needs of health
information users and is more comprehensive [28].

Declaration of interests

None.

Acknowledgements

This study was funded by the Wellcome Trust (grant
number 078557) and the Estonian Science Foundation
(grant number 8847). We thank all the forensic doctors
of the Estonian Forensic Science Institute who partici-
pated in the study.

References

1. Bogstrand S. T., Normann P. T., Rossow I., Larsen M.,
Morland J., Ekeberg O. Prevalence of alcohol and other sub-
stances of abuse among injured patients in a Norwegian
emergency department. Drug Alcohol Depend 2011; 117:
132–8.

2. Lahti R. A., Sajantila A., Korpi H., Poikolainen K., Vuori E.
Under-recording of ethanol intoxication and poisoning in
cause-of-death data: causes and consequences. Forensic Sci
Int 2011; 212: 121–5.

3. Makela P. Alcohol-related mortality by age and sex and its
impact on life expectancy. Eur J Public Health 1998; 8:
43–51.

4. Persson E. C., Schwartz L. M., Park Y., Trabert B.,
Hollenbeck A. R., Graubard B. I. et al. Alcohol consumption,
folate intake, hepatocellular carcinoma, and liver disease
mortality. Cancer Epidemiol Biomarkers Prev 2013; 22: 415–
21.

5. Leon D. A., Shkolnikov V. M., McKee M., Kiryanov N.,
Andreev E. Alcohol increases circulatory disease mortality
in Russia: acute and chronic effects or misattribution of
cause? Int J Epidemiol 2010; 39: 1279–90.

6. Britton A., McKee M. The relation between alcohol and car-
diovascular disease in Eastern Europe: explaining the
paradox. J Epidemiol Community Health 2000; 54: 328–32.

7. Diehl A. M. Liver disease in alcohol abusers: clinical perspec-
tive. Alcohol 2002; 27: 7–11.

8. MacSween R. N., Burt A. D. Histologic spectrum of alcoholic
liver disease. Semin Liver Dis 1986; 6: 221–32.

9. Franke A., Teyssen S., Singer M. V. Alcohol-related diseases
of the esophagus and stomach. Dig Dis 2005; 23: 204–13.

10. Roerecke M., Rehm J. Irregular heavy drinking occasions
and risk of ischemic heart disease: a systematic review and
meta-analysis. Am J Epidemiol 2010; 171: 633–44.

11. Lucas D. L., Brown R. A., Wassef M., Giles T. D. Alcohol and
the cardiovascular system: research challenges and oppor-
tunities. J Am Coll Cardiol 2005; 45: 1916–24.

12. Gamble L., Mason C. M., Nelson S. The effects of alcohol on
immunity and bacterial infection in the lung. Med Mal Infect
2006; 36: 72–7.

13. Kaphalia L., Calhoun W. J. Alcoholic lung injury: metabolic,
biochemical and immunological aspects. Toxicol Lett 2013;
222: 171–9.

14. Ridley N. J., Draper B., Withall A. Alcohol-related dementia:
an update of the evidence. Alzheimers Res Ther 2013; 5: 3.

Alcohol-related pathologies 2025

© 2014 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction Addiction, 109, 2018–2026



15. Saunders J. B., Room R. Enhancing the ICD system in
recording alcohol’s involvement in disease and injury.
Alcohol Alcohol 2012; 47: 216–18.

16. Ringmets I., Tuusov J., Lang K., Väli M., Pärna K., Tõnisson
M. et al. Alcohol and premature death in Estonian men: a
study of forensic autopsies using novel biomarkers and
proxy informants. BMC Public Health 2012; 12: 146.

17. Tomkins S., Shkolnikov V., Andreev E., Kiryanov N., Leon D.
A., McKee M. et al. Identifying the determinants of prema-
ture mortality in Russia: overcoming a methodological chal-
lenge. BMC Public Health 2007; 7: 343.

18. Stata Corporation. Stata Statistical Software: Release 11.
College Station, TX: StataCorp LP; 2009.

19. Lim R. T., Gentry R. T., Ito D., Yokoyama H., Baraona E.,
Lieber C. S. First-pass metabolism of ethanol is predomi-
nantly gastric. Alcohol Clin Exp Res 1993; 17: 1337–44.

20. Hoek J. B., Pastorino J. G. Cellular signaling mechanisms in
alcohol-induced liver damage. Semin Liver Dis 2004; 24:
257–72.

21. Darke S., Duflou J., Torok M., Prolov T. Characteristics, cir-
cumstances and toxicology of sudden or unnatural deaths
involving very high-range alcohol concentrations. Addiction
2013; 108: 1411–17.

22. Drummer O. H. The Forensic Pharmacology of Drugs of Abuse.
London, UK: Arnold; 2001.

23. Janssen F., Kunst A. E. ICD coding changes and discontinui-
ties in trends in cause-specific mortality in six European

countries, 1950–99. Bull World Health Org 2004; 82: 904–
13.

24. Lu T.-H., Lunetta P., Walker S. Quality of cause-of-death
reporting using ICD-10 drowning codes: a descriptive
study of 69 countries. BMC Med Res Methodol 2010; 10:
30.

25. Rainio J., Kultti J., Kangastupa P., Tuomi H., Ahola S.,
Karhunen P. J. et al. Immunoassay for ethyl glucuronide in
vitreous humor: a new tool for postmortem diagnostics of
alcohol use. Forensic Sci Int 2013; 226: 261–5.

26. McDonald H., Borinskya S., Kiryanov N., Gil A., Helander
A., Leon D. A. Comparative performance of biomarkers of
alcohol consumption in a population sample of working-
aged men in Russia: the Izhevsk Family Study. Addiction
2013; 108: 1579–89.

27. Rainio J., Ahola S., Kangastupa P., Kultti J., Tuomi H.,
Karhunen P. J. et al. Comparison of ethyl glucuronide and
carbohydrate-deficient transferrin in different body fluids for
post-mortem identification of alcohol use. Alcohol Alcohol
2014; 49: 55–9.

28. Centers for Disease Control and Prevention, National Center
for Health Statistics. Instructions for classifying the underlying
cause of death. 2013. Available at: http://www.cdc.gov/
nchs/nvss/instruction_manuals.htm (accessed 12 Novem-
ber 2013) (Archived at http://www.webcitation.org/
6NnYthpMQ on 3 March 2014).

2026 Jana Tuusov et al.

© 2014 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction Addiction, 109, 2018–2026

http://www.cdc.gov/nchs/nvss/instruction_manuals.htm
http://www.cdc.gov/nchs/nvss/instruction_manuals.htm
http://www.webcitation.org/6NnYthpMQ
http://www.webcitation.org/6NnYthpMQ

